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Dea Sir,

Glucocorticoig (GC) hawe bea shown to inhibit in vitro
growth of human and murine malignar melanona cellsi=5 and
to redu@ melanona tuma progressia in animd experi-
mentse-8 In vitro arnd anima studies showel that dexametha-
sore inhibits synthess of pro-opiomelanoconti (POMC) and
MSH peptides1° which are presumd to induce melanocyte
cel proliferationi! Subjecs with primary cortisd deficiency
constanty exhibit increasd POMC. Diffuse epiderm& and
mucosh hypermelanosig ard eruptive nevit3 hawe been de-
scribel in such patients Glucocorticod receptos are widely
expresséin normd ard transformeé melanocytesaswell asin
othe epithelid cells14 Glucocorticod recepto loss in meta-
statc B16BL6 murine melanona is accompanie by an in-
creasig proliferation rate!> However the effead of GC on
melanona developmen is controversiaks.1” Recen reports
hawe not addresse the effed of GC administratim on mela-
noma progressia in humans althoudh earlie studies showed
mixed resultsts.19

We conducte a case-contrbstudy of risk factors for cuta-
neots malignart melanona (CMM) at the Maurizio Bufalini
Hospitd in Cesenaltaly, from Decembe 199 to January
1999 The Bufalini Hospital’s Ethicd Committes approvel the
study. One hundrel eighty-three newly diagnosd incident
CMM cass of arny stag (87 males ard 96 female$ ard 179
(89 males and 90 female$ controk agreel to participat and
signal an informed consentRespone rate was approximately
95% for case and 83% for controls Controk were identified at
the time of ca® collection amorg spouss or close friends of
the cance case (134), amorg outpatiens referrel to the hos-
pital due to smal accidentatrauma (14) and amorg healthy
voluntees from the Bufalini Hospitd personnk(31). All con-
trols were from the sanme geograplt area of the cases ard were
frequency-matctebto case by age ard gender.

A pilot-testel questionnai was administerd to all subjects
by person&interview. Among questios on medicd history
and person&characteristicssubject were askel whethe they
had any GC therapy during the previows Syears Two cass and
3 controk were excludal from the analyss becaus of nonre-
sponseTherayy brands treatmem type (topicd vs systemic),
lengh of treatmemn and reasm for the theragy were collected.
We calculatel odds ratios (OR), 95% confidene intervak (Cl)
ard tess for trend for the associatio between GC use and
melanona risk by multiple logistic regressia analysis Logis-
tic regressio was uncondition& but included terms for the
matchirg variables i.e., age and gender in addition to the
stronges risk factors for melanomasud as skin color, eye
color, tannirg ability and presene of dysplastt nevi, selected

through stepwi® regressia analyss (criteria for entry in the
model p < 0.05to p > 0.10) GC use was nat associatd with
these factors (p = 0.19 in contrd subjects Similarly, no
associatia was found betwee GC use ard gende (p = 0.86)
or age (p = 0.16).

GC use showel a protectiwe effed againg CMM risk (sub-
jects who had GC theragy included 25 case and 44 controls,
OR = 0.39 95% CI = 0.20-0.74) The associatio was
statisticaly significart (p = 0.004) A negatiwe trerd (p =
0.008 in CMM risk was found with duratian of GC treatment.
Eighteen case and 26 controk had GC therapy for less than 2
months while 6 cases and 12 controk were treatel for more
than 2 montts (OR = 0.44 95% Cl = 0.2:-0.94 ard OR =
0.32 95% ClI = 0.10-1.03 respectively when compare to
subjecs who had no GC therapy) The trend was still signifi-
cart (p = 0.01) when subjecs were classifiel by <2-, 2—6- and
>6-monh treatmem period even though basel on smal num-
bers Subjecs (18 cases and 26 control§ with a <2-month
treatmem had an OR = 0.44 (95% Cl = 0.21-0.94) subjects
who were treatel for 2—6 montls (3 cases and 4 controlg had
an OR = 0.39 (95% CI = 0.07-2.16)and subjecs (3 cassand
8 controlg with a >6-month treatmen (range 6 montts to 5
year§ had an OR = 0.26 (95% CI = 0.05-1.32).

To evaluae whethe the effed of glucocorticoic on mela-
noma risk could be affectal by topicd treatmen for dermato-
logic disease in comparisa to treatmen for more systemic
healt problems we considerd the reasos for GC treatment
ard route of administration The reasm for GC theragy did not
appeato affed the odds ratio (p = 0.25) Compare to subjects
who had no GC therapy subjecs (9 case and 18 controlg who
were treatel with GC for dermatologet diseass (eczemader-
matitis and othe skin diseaseshad an OR = 0.28 (95% CI =
0.10-0.80) ard subjecs (16 case ard 21 controlg who were
treatel for othe healh conditiors had an OR = 0.58 (95%
Cl = 0.26—1.28) Similarly, route of GC administratio did not
appea to significanty affed the associatia (p = 0.41) Sub-
jects (7 cases and 12 controlg who had GC topically admin-
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istered on their skin had an OR 0.30 (95% CI= 0.08-1.01), 0.20-0.75). In fact, GC use was not associated with sun exposure
while subjects (18 cases and 24 controls) who had GC throu@h= 0.34 andp = 0.63 for exposure due to vacation and due to
other administration routes had an OR 0.53 (95% CIl= occupation, respectively), UV lamp uge € 0.99) or history of
0.25-1.13) compared to subjects with no GC therapy. sunburnsg = 0.40) in control subjects. Finally, control subjects
Reasons for treatment and administration route were H®@y have been more willing to participate in a study that involved
significantly associated with length of treatment in contrgikin examination if they had had a dermatologic problem, which
subjects jp = 0.51 andp = 0.39, respectively). No differencescould be treated with GC. We consider this unlikely, since inex-
were found when analyses were repeated, excluding the hB§DSive dermatologic examinations can be easily obtained at any
pital volunteers and trauma patients from the control group.Public hospital in ltaly, so a free examination for our study would

We considered potential sources for bias. Subjects under tré:'ac{E be a strohg incentive fqr p§n|C|pat|on.
ment with GC for skin-related diseases may have sought dermalh conclusion, glucocorticoid-based therapy appeared to be
tologic examinations more frequently than others and cond¥©tective against melanoma incidence in a case-control study
quently may have had suspicious moles removed more frequerfify@ Mediterranean population. The degree of protection in-
or earlier, than others. We adjusted the association between €i€ased with treatment duration and was not associated with
use and CMM risk for frequency of moles removed (in addition t632S0N for treatment or route of administration. Larger studies

age and gender and pigmentation characteristics) and found®ig needed to confirm this finding.

substantial change in the risk estimate: 22 cases (4 GC users angours sincerely,

18 nonusers) and 20 controls (7 GC users and 13 nonusers) hadMaria Teresa knpi, Andrea B\ccaRELLI, Donato QLISTA,
mole removed (OR= 0.41, 95% CI= 0.21-0.82). Subjects who Thomas R. EArs and Giorgio Lanpi

had skin diseases may have spent less (or more) time in the sun.

However, the odds ratios did not substantially change after adjust-
ment for sun exposure (OR 0.42, 95% Cl= 0.22-0.82; OR=
0.40, 95% CI= 0.21-0.77 for sun exposure during vacation and We are indebted to Dr. M.A. Tucker for her helpful com-

occupation, respectively), UV lamp use (GR0.38, 95% Cl=
0.20-0.74) or history of sunburns (OR 0.39, 95% Cl=
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